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INTRODUCTION
Varicella zoster virus (VZV) is a double-stranded DNA virus, which belongs to Herpesviridae family. VZV is also known to present as fever with maculopapular rash (MPR) with nonprogression to vesicle. [1] Atypical clinical presentation may occur in immunocompromised patients. [2] VZV infection in older children and adult may lead to lethal complications. [3] There are reports of reactivation of the virus even among immunocompetent patients. [4] Fever with generalized MPR in an adult usually occurs in viral infections, drug reaction, and immune complex-mediated syndromes. In tropical countries like India, seasonal occurrence of MPR in an adult during monsoon is usually attributed to dengue or leptospira infection.
Here, we present a case of fever with generalized rash in a 30-year-old female who tested negative for dengue and leptospirosis but was diagnosed as VZV by serology and conventional polymerase chain reaction (PCR).
CASE REPORT
A 30-year-old female was admitted following complaints of high grade, intermittent fever associated with headache, chills, rigor, and MPR over face and body with no joint pain for 5 days. Patient also had vomiting, loose stools but not a diabetic or hypertensive or other comorbid conditions. Patient gave no history of receiving VZV vaccine. On examination, patient was febrile (104.6°F) with pulse rate 154/min, blood pressure 90/60 mmHg, and conjunctival congestion in both eyes. Respiratory, abdominal, cardiovascular, and neurological examinations were unremarkable. Hematological examination revealed a white blood cell count of 16,600/cu mm, platelet count of 2.33 lakh/cu mm, and 85% peripheral smear with neutrophils. Among the liver function tests, serum glutamic oxaloacetic transaminase was 35 U/L, serum glutamic pyruvic transaminase 48 U/L, and alkaline phosphatase was 46 U/L. The bilirubin, total protein, albumin, and globulin levels were normal. Routine microscopic examination of urine showed ketones of 1+, 2-3 pus cells/HPF, 1-2 red blood cell/HPF, and 3-4 epithelial cells/HPF. Urine culture showed Escherichia coli with colony of 105 CFU/ml. Creatine phosphokinase (CPK) was found to be 1364 U/L, creatinine was 1.3 mg/dl,
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This is an open access article distributed under the terms of the Creative Commons Attribution-NonCommercial-ShareAlike 3.0 License, which allows others to remix, tweak, and build upon the work non-commercially, as long as the author is credited and the new creations are licensed under the identical terms. and random blood sugar was 147 mg/dL. Blood culture and stool culture showed no growth and stool wet mount showed no ova and cyst. Serology for leptospira immunoglobulin M (IgM), dengue IgM, IgG antibody, and NS1 antigen was found to be negative. Chest X-ray and abdominal ultrasound were normal. Patient was treated with injection ceftriaxone, tablet nitrofurantoin, and capsule doxycycline.
VZV infection was confirmed by positive VZV IgM quantitative enzyme-linked immunosorbent assay (ELISA) (IBL International, Germany) and positive by conventional PCR with "ORF 8" as the target site for VZV as previously described. [5] The patient serum sample showed an IgM titer of 17 U/mL. For VZV PCR, serum sample was collected on day 5 of hospital admission. DNA was extracted using QIAamp DNA Blood Mini Kit and used for the PCR. Live attenuated vaccines (Oka strain, Lot No.: 304064, Expiry Date: 03/15, VHB, India) and sterile double-distilled water were used as positive and negative control, respectively. PCR was performed using 50 µL reaction mixture contain 45 µL of 2 U of hot start Taq polymerase, 200 µM dNTP's, 10 pM of VZV ORF8 specific forward and reverse primers includes VP22-CACACGATAATGCCTGATCGG, VM20-TGCTGATATTTCCACGGTACAGC with the addition of 5 µL of extracted DNA, negative control, and positive control. Amplification was performed using cycling conditions described previously. [6] The DNA was amplified using thermal cycler (Veriti 96 well thermal cycler, Applied Biosystems, Foster city, CA, USA). The amplified products were analyzed by 2% agarose gel and documented using gel documentation system (GEL DOC, BIO-RAD, HERCULES, CA, USA). The amplified product of 275bp in the sample was considered positive [ Figure 1 ]. The sample was retested by PCR by another investigator and was found to be repeatedly positive.
E. coli in urine with a colony count of 10 5 in the patient may have contributed to the increased total count with neutrophils. Patient also had 1+ ketone probably secondary to the bacterial infection. The raised CPK level may be attributed to rhabdomyolysis associated with the dual infection of E. coli and VZV. Patient recovered well following the treatment for UTI. All the hematological parameters were retested and were found within normal range. Patient was discharged with the advice to continue tablet nitrofurantoin 100 mg for 1 week and capsule doxycycline 100 mg for 4 days. Since the samples were batch tested for IgM and PCR for VZV, the report was available only after the patient was discharged. Therefore, the patient did not receive any antiviral therapy.
DISCUSSION
Chicken pox rash usually manifests as maculopapules, vesicles, and scabs in various stages of evolution. The lesions initially contain clear vesicular fluid, but in a short period of time pustulate and scab. Rash first appears on the trunk and face and then spreads rapidly to involve other areas of the body. [7] Natural immunity is protective against chickenpox; however, it does not always provide immunity against clinical reinfection. Clinical reinfection is more common in immunocompromised than in immunocompetent patients. [8] A routine two-dose Varicella vaccine is highly effective in preventing Varicella; however, it produces robust immunity in children than in adults. [9] Some cases of VZV may present with atypical symptoms in which MPR do not progress to vesicle stage. Such atypical viral exanthems are very difficult to distinguish from drug-induced exanthemas. We suggest that VZV be considered as a possible etiologic agent in such situations, and investigations such as ELISA for IgM and PCR be done to arrive at a diagnosis and prevent the progression to life-threatening complications. The IgM positivity in the presence of clinical evidence of fever with rash is indicative of acute infection and in conjunction with PCR positivity confirms acute VZV infection. Atypical manifestations are sometimes associated with severe life-threatening complications such as pneumonitis, encephalitis, cerebellar ataxia, bacterial superinfection of skin lesions, and maternal and fetal Varicella syndrome. Complications are more common in the immunocompromised host. However, complications such as meningitis have been reported in the immunocompetent patients. [2] In the present case, patient recovered well even after having secondary bacterial infection because she was not a diabetic, and she was not on any immunosuppressive medication.
This case is being reported to increase awareness among clinicians on the atypical manifestations of VZV. In such circumstances, clinician should perform appropriate diagnostic tests. This needs further investigation, and more studies need to be carried out on patients with fever and rash, especially in the older age group.
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